INTRODUCTION
Cryptococcus neoformans is the most important cause of fungal meningitis in immunocompromised patients worldwide. 1 It often occurs when the CD4+ T cell count is less than 100cells/ µL 2 . Cryptococcosis, caused by C.neoformans usually follows inhalation of desiccated fungal cells into the lungs. The initial pulmonary infection may remain sub-clinical in immunocompetent subject, but is almost always followed by disseminated disease in HIV infected patients. 3 It has two varieties which differ in their geographical distribution and natural habitats. 1 These are C. neoformans var. neoformans and C. neoformans var. gattii, both of which have been reported to be capable of causing meningitis in HIV patients. 4, 5, 6 We report the first case of cryptococcal meningitis from our centre, though other opportunistic fungi such as candidia 7 and scopulariopsis 8 meningitis had earlier been reported in HIV infected patients.
CASE REPORT
An 18-year-old male undergraduate was admitted into the medical ward of the University of Ilorin teaching Hospital UITH Kwara State, North Central Nigeria. He presented with cough of two months duration, progressive weight loss of one month and fever of three weeks duration. Cough was productive of a thick whitish sputum. There was associated chest pain, but no night sweat or history of contact with a case of chronic cough. There was no haemoptysis. Weight loss was gradual, progressive and associated with a reduced appetite. Fever was high grade, intermittent, and associated with chills and rigors. There was headache that was generalised, non-throbbing, without photophobia, phonophobia, dizziness, or convulsion.
He had a history of blood transfusion during a febrile illness that was associated with anaemia in a private hospital about five years before presentation. Further information on this febrile illness was scanty; however, the transfused blood was obtained from a regular paid donor. His Hb electrophoresis pattern was AS. There was no history of prior surgery, abuse of intravenous drugs, or history of sharing of sharps with other people. He denied being sexually active.
Physical examination revealed a young man who was drowsy, febrile (temperature 38.9 o C). He was chronically ill looking, pale with generalized lymphadenopathy. He had neck stiffness with positive Kernig's and Brudzinski's signs. He had left sided 7 th cranial nerve palsy, with normal motor function. The pupils were equal in size with good light reflex but fundoscopy showed engorged retinal vessels and swollen optic discs. His respiratory rate was 20 cycles per minute and he had bronchial breath sounds in the left middle and lower chest zones posteriorly. His arterial pulse rate was 86 beats per minute regular, full volume, blood pressure was 100/60 mmHg and his apex beat and hearts sounds. were normal. The other systems were essentially normal.
A tentative diagnosis of disseminated tuberculosis with lung and meningeal involvement was made while undergoing a diagnostic workup. Twenty percent mannitol at a dose of 250mls was infused over 30minutes before lumbar puncture was cautiously done with a 23-gauge needle; 5mls of clear and colourless cerebrospinal fluid (CSF) was withdrawn. Equal volume of normal saline was instilled back into the spinal canal.
He was HIV sero-positive with a CD4 + cell count of 29cells/µl. CSF protein was 10mg/dL, sugar; 1.9 mmol/L, and casual blood sugar was 6.9mmol/L. No organism was seen on gram stain. The CSF cell count showed few red blood cells but no white blood cell. Microscopic examination of the CSF sediment after centrifugation at 3000rpm for 5minutes and mixing with equal volume of Indian ink revealed a structure characteristic of cryptococcal organism, 9,10 ( Figure 1 ). There was no growth on both blood and chocolate agar plates inoculated with CSF sediment and incubated at 37 o c aerobically and in a carboxyphillic environment for 24 hours respectively. However, culture of CSF on saboraud agar incubated aerobically at 37 o C for seven days gave a growth typical of cryptococcal neoformans. 11 This was first noticed on the 4 th day of incubation. The isolate appeared as large gram positive cocci which were germ tube negative but phenol oxidase positive and rapidly hydrolyzed urea, which are characteristics of Cryptococcus spp. 
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He was started on intravenous cefuroxime 750mg 8hourly, which was stopped after the diagnosis of cryptococcal meninigoencephalitis was made. He was then commenced on intravenous fluconazole 200mg daily due to the non-availability of amphotericin B. He was also commenced on oral highly active anti-retroviral therapy (HAART) comprising Stavudine 30mg, lamivudine 150mg, and nevirapine 200mg all twice daily. However, the patient's clinical state deteriorated and he died three days after the initiation of both fluconazole and antiretroviral therapies. He possibly died from the overwhelming cryptococcal meninigoencephalitis in the presence of severe immune suppression.
DISCUSSION
Cryptococcus neoformans is one of the commonest opportunistic infections responsible for life threatening complications of AIDS in Africa. In recent times, the incidence of cryptococcal meningitis in patients infected with HIV has increased worldwide mainly because of the increased awareness on the part of both the physicians and clinical microbiologists. 12 It generally occurs when the CD4 + T cell count is less than 100cells/ µl and presents in descending order as cryptococcal meningitis, pulmonary cryptococcosis and cryptococcosis of the skin.
The index case of this report presented typically with meningoencephalitic features as evident by neck stiffness, a lateralizing sign (left sided 7 th cranial nerve palsy) and alteration of sensorium. Perhaps the consolidation on his left lung coupled with the pulmonary infiltrates demonstrated on his chest radiograph were signs of cryptococcal pneumonitis. However, his sputum was negative on culture for fungal spores and we did not have facilities for detecting cryptococcal capsular antigen in patient's body fluid/tissue specimens by latex agglutination technique. However, the organism was demonstrated on culture of CSF and this was also Indian ink smear positive. In this case cryptococcal meningoencephalitis manifested as an AIDS defining illness. And in keeping with our previous report 13 of infectious opportunistic diseases occurring at a very low CD4 + cell count in AIDS patients, the patient had a count of 29cells/ul. This is the first case to be reported from this centre because of the dearth of appropriate microbiological diagnostic facilities in this hospital. Suffice to say that such facility was only recently acquired.
The best treatment could however, not be offered to the patient as he was managed with intravenous fluconazole because of the non availability of amphotericin B, which has been proven to be more efficacious than fluconazole in the primary treatment of cryptococcal meningitis in patients with AIDS. 14, 15 The outcome of treatment was, therefore, not surprisingly poor, partly because the drug of first choice was unavailable and partly because the patient had from outset some of the indices [16] [17] [18] of a bad prognosis. The advanced nature of the immunosuppression, the severity of the complicating illness that presented with an abnormal mental status at diagnosis and the pretreatment Indian ink positive CSF as well as the absence of white blood cells in his CSF are all indication of poor prognosis.
This case clearly illustrates the importance of effective blood transfusion services at all public and private hospitals across the country, and inclusion of some drugs which hitherto have been considered exotic in our national essential drug lists. Such drug is amphotericin B.
